Inversion was not always attended with shock and there was a tendency to invert again.
Mr. W. McK. H. MCCULLAGH said that in 1925 he had published a paper on "Inversion of the Uterus, with a report on three cases and an analysis of 233 recently recorded cases, of which 200 were puerperal and 33 due to tumour."
Half the cases of inversion were in primiparne; 13% were spontaneous, and in all of these there was a fundally attached placenta.
Spontaneous inversion was due to invasion of the inner circular muscle-fibres of the dome of the uterus by blood-sinuses and the villi of the fundally attached placenta, so that contraction, which radiated most strongly from the insertion of the round ligaments, flattened the fundus and pushed down the top of the dome with its attached placenta, which was gripped and extruded bv the contracting circular fibres of the uterus.
Shock occurred in 50% of the cases, and in one-third of these the patients died within a few hours. The shock was due to trauma of the ovaries, as they were pulled through or pulled against the narrow inverted cervix at the time of inversion. Inversion of the uterus was the only occasion on which the female was liable to acute shock corresponding to trauma of the testicle in the male.
Inversion might occur at subsequent confinements as the President had said. There were two in the series of two hundred.
In the two acute cases there had been no shock, and in the first the uterus had been replaced soon after inversion had recurred after removal of the placenta-as advocated by Professor Browne. In the other case the uterus was replaced by an Aveling's repositor, as it was in the third chronic case.
Replacement by Aveling's repdsitor gave better results than replacement by Spinelli's anterior colpo-hysterotomy, Kustner's posterior colpo-hysterotomy, or Haultain's abdominal posterior colpo-hysterotomy.
Out of the thirty-three cases of tumour inversion of which he (Mr. McCullagh) had collected the notes, twenty-seven were due to fibroids and only one to sarcoma. Munro Kerr had called attention to the danger of perforating the uterus when removing fibroids which were causing inversion, and had advocated replacement of the uterus a week after removal of the tumour, so as to minimize the danger of peritonitis.
Mr. W. C. W. NIXON said that a case of a similar nature to Professor Browne's had occurred in his experience. The uterus inverted three-quarters of an hour after the termination of anormal second stage. The placenta was partially attached at the fundus.
It was removed and the uterus replaced, except for the fundus, which was constricted by the cervix. Shock was severe and it was deemed unwise to proceed further with any manipulations. On the tenth day an Aveling repositor was inserted, and, thirty hours afterwards, the fundus was reduced to its normal position. Spencer had been successful with this instrument in a case of partial inversion of two and half year's duration. 1930, because of continuous bleeding and vomiting for 2i months. The first -day of her last menstrual period had been March 15. In May some irregular bleeding had begun, and since then had been continuous, though apparently never severe. Before admission the discharge had become dark and offensive. Since May she had vomited two or three times daily, in the morning and sometimes after meals. Headaches had been continuous since May, sometimes lasting all day. She had two living and healthy children born in 1913 and 1915 respectively, and a third had been delivered by forceps in 1928 but was dead born. The pregnancies appeared to have been normal, and there had been no other illness of note.
Condition on admission.-The general condition was fairly good. There was aedema of feet and legs, the urine was loaded with albumin (too solid for estimation in catheter specimen), B.P. 218/112, but no other signs of toxsemia. The uterus was enlarged to the size of 28 weeks' pregnancy. No foetal parts could be felt, and X-ray examination showed that there was no fcetus present. A diagnosis of vesicular mole was made, and on July 24 one injection of pituitary extract (half c.c.) and four of thymophysin were given at two hourly intervals. The pituitary was repeated at 12 noon on July 26, but not the thymophysin. Shortly afterwards the patient began to bleed freely, and it was decided to evacuate the uterus at once from below. Open ether anaesthesia with gas and oxygen induction was used. At the beginning of the operation the pulse was 120. The os admitted two fingers.
The ovum was extracted by finger separation and ovum forceps, assisted by squeezing the fundus. It was soon possible to explore the entire cavity of the uterus with the forefinger and thus to ensure that all the mole was removed. No curette was used but several hot intra-uterine douches were given in the course of the evacuation, and finally the uterus was packed firmly with gauze. The patient stood the operation well and made an uneventful recovery. When discharged from hospital on August 6. viz., twelve days after evacuation, the cedema and headache had gone; there was no bleeding (red discharge had ceased from the fourth day), there was no albuminuria and the B.P. was 130/70. The Zondek-Aschheim reaction (Reaction II and III, viz., the presence of blood-points and of atretic luteinized follicles) was negative. After discharge the patient remained well till August 14, when she had some abdominal pain, and next day she passed some clots per vaginam. Bleeding continued till August 23, when she returned to hospital and was admitted at once. Examination showed that she was well nourished and looked healthy. The uterus was slightly enlarged, anteverted, freely moveable; the appendages seemed normal. Examination under anesthetic showed that the uterus was large and somewhat soft. The cervix was already sufficiently dilated to admit a curette. Nothing suggestive of chorion opithelioma was obtained by curettage on 26.8.30. Sections of the curettings showed no evidence of chorion epithelioma (confirmed by Dr. Barnard). Slight blood-stained discharge continued after operation until September 3, when the discharge became yellow and remained so until she left hospital on September 5. She then seemed well, and there was no abdominal pain. No pregnancy test was carried out at this time. She reported again on 22.10.30. She felt very well but had had vaginal hsemorrhage for the last three weeks, using at least three pads daily. She was re-admitted at once.
Condition on re-admission: Looked healthy and well-nourished, no cough nor hemoptysis. Uterus now difficult to outline accurately without anesthetic, but thought to be slightly enlarged. No enlargement of ovaries felt. The Zondek-Aschheim test was positive (blood-points present). -Curettage was not carried out on this occasion but because of the history of recurrent and continued bleeding and of the positive pregnancy reaction, it was decided to perform panhysterectomy with removal of appendages. This was carried out on October 28, the cervix being first closed by thread sutures. The findings on opening the abdomen presented nothing remarkable. The uterus appeared to be normal in size and every other respect. The ovaries, however, were both enlarged, and showed multiple lutein cysts. Recovery was uninterrupted.
On November 5-that is, eight days after panhysterectomy-a further Zondek-Aschheim test was carried out. This was active in maturing follicles only (Reaction I). A similar result was obtained on 21.11.30-the urine on this occasion being for the purpose of the test concentrated thirty times. On neither occasion was the luteinizing or the blood-point producing hormone present. (Reactions II and III.) At this point I might remind you that Reactions II and III are alone diagnostic of pregnancy or of the presence of active chorionic epithelium. The folliclematuration hormone (Reaction I) is not diagnostic of pregnancy. Aschheim found Reaction I positive in some women after the menopause, in thirteen cases of cancer, in seven of amenorrhcea not due to pregnancy, in addition to some other conditions.
On 21.11.30 and 25.11.30 deep X-ray therapy was applied to the right and left ovarian regions both anteriorly and posteriorly (4/5 N. S. D.).
Specimen removed at operation.-The uterus externally showed nothing abnormal, except that it measured 4 in. in length from fundus to external os, and was therefore somewhat enlarged. On section, in its wall and apparently just underneath the mucosa was a rounded area about i in. in diameter and irregularly blood-stained.
The outer margin of the growth seemed to merge into a larger, but less deeply bloodstained area which extended out to the peritoneal surface and parametrium. Microscopically this was found to be chorion epithelioma. There appeared, under the microscope, to be a very thin margin of healthy parametrium removed. Both ovaries contained numerous lutein cysts.
Microscopic examination showed malignant chorionic epithelium lying in a large otherwise empty space possibly blood-vessel or lymphatic, possibly an artificial cavity that the malignant cells have eaten out of the surrounding uterine wall. One chorionic villus of the type seen in vesicular mole is present. The wall of the space appeared here and there to be invaded by malignant cells (fig. 1) .
In (fig. 2 ) a similar space is seen; it seems to have no endothelial wall and therefore is probably an artificial cavity due to erosion by the malignant chorionic epithelium. The wall of the cavity is invaded by malignant cells. Towards the right of the figure is the outer parametrial edge of the wall of the uterus and this is deeply invaded by a finger-like process of epithelium. This invasion extends to within a short distance of the parametrial edge.
Examination of this section would therefore lead one to entertain grave doubts regarding the prognosis. It seemed likely that malignant cells would also be present in the parametrium left behind.
To sum up: The disease seemed to be removed with a healthy margin. This margin, however, was so narrow that one might reasonably doubt whether careful microscopic examination of the parametrium left behind would not have shown invasion, To say the least of it, the outlook for ultimate recovery did not seem bright.
AnS
.~~~~~~~~~~~~~Ã x 33. FIG. 2. -Section of growth taken close to the outer edge of the uterine wall. The tlumour cells are seen at the place marked" A." At the place marked" X "a finger-like prolongation of the growth is seen, between which and the cut edge of the parametrium at the right side of the picture is a narrow margin of healthy tissue.
On 26.11.30 the patient was discharged from hospital being told to report regularly. From this time she was seen at intervals but there was no sign of recurrence. Zondek-Aschheim reactions at the end of December and in February were negative. On May 1, 1931, she still appeared to be well. The Zondek-Aschheim test was still negative. This was again repeated on June 1 with the same result. Neither is there any clinical evidence of recurrence. This case presents several features of interest. I have no doubt that chorion epithelioma was present in August, 1930, though the curettings obtained were negative. It is to be regretted that the pregnancy test was not then carried outa positive result even in presence of the normal curettings would have indicated panhysterectomy at that time, i.e., two months earlier than it was finally performed.
It is also noteworthy how soon after the mole was evacuated Reactions II and III became negative, viz., in twelve days. According to Aschheim, they usually become negative eight days after the termination of an ordinary pregnancy, but in the case of hydatidiform mole, though the reaction sometimes disappears in ten to twelve days it may last much longer. In many of the cases in which the reaction is prolonged some pieces of the molar tissue have been left behind, but in one of Aschheim's cases the test was still positive three and a half months after expulsion of the mole, though curetting failed to show the presence of any chorionic elements. The important point in diagnosis is, of course, that after once becoming negative it should not again become positive.
So far as I know the literature, the only case comparable to mine is one reported by Ehrhardt in 1930, of which I have abstracted the following particulars.
Patient, aged 30, expelled a vesicular mole in September, 1927 . From that time till March, 1929, the menses were regular. In March, 1929, severe headaches began, with vomiting, giddiness and dimness of sight. The uterus was anteflexed and slightly enlarged. Both ovaries were enlarged to the size of a chestnut. Cervix slightly patulous and some blood coming from it. This was inconclusive, as it might be an abortion. Reactions II and III were positive with undiluted urine, but also with urine ten, twenty, and ninety times diluted. The hormone content of the urine was therefore 90,000 mouse units per litre, the normal being 8-10,000 m.u.
per litre, that is, it was ten times the normal. This excluded a normal pregnancy.
Curettings were negative for chorion epithelioma.
Neurologically a tumour in the occipital region was diagnosed. This was confirmed at operation and the patient died five weeks later. At post-mortem examination a chorion epithelioma was found in the right tube with metastases in brain, lungs, both kidneys, liver, spleen and left ovary. There was no disease in the uterus.
In this case we might note the value of the quantitative estimation of the hormone in the urine in the differential diagnosis of chorion epithelioma from early pregnancy with threatened abortion. This would certainly be helpful in diagnosis when, as in Ehrhardt's case, a long interval had elapsed between the expulsion of the mole and the appearance of the symptoms suggestive of chorion epithelioma.
I might also bring to the notice of Members the value of a quantitative estimation of the anterior pituitary hormone in the urine in diagnosis of doubtful cases of vesicular mole. This excessive quantity of hormone in the urine of patients with vesicular moles was first noted by Zondek in a communication to the Biological Society of Vienna in April, 1929, and independently by Ehrhardt in November of the same year. In a case of vesicular mole Ehrhardt found that 1 c.c. of urine 520 times diluted gave a positive pregnancy reaction, while a similar result was obtained in another case with 1 c.c. urine 260 times diluted. As the quantity of hormone in a litre of normal pregnancy urine is 10,000 m.u., this means that in these two cases the hormone present was 520 and 260 times the normal respectively.
Finally it may be of interest to note that of five cases of vesicular mole in University College Hospital in the last four years two developed chorion epithelioma, an incidence of 40%. The incidence is usually stated to be 5% (Hitschmann). The other case occurred in July, 1929. The patient remains clinically well and the pregnancy reaction is negative.
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